A one-pot method for the preparation of 1,3-dihydro-1-(trifluoromethyl)isobenzofuran-1-ol derivatives 5 from 1,2-dibromobenzene is described.
Trifluoromethyl ketones are of great pharmaceutical interest as transition-state esterase and protease inhibitors, 1 and aryl trifluoromethyl ketones are known to be extremely potent acetylcholinesterase inhibitors. 2 Our own research program led us to examine various aryl trifluoromethyl ketone derivatives 1A which are internally bound as the trifluoromethyl lactol 1B. 3 Along these lines we have recently reported 4 the conversion of benzocyclobutenones 2 to trifluoromethyl δlactols 3 via base-induced trifluoromethyl benzocyclobutenol fragmentation to a laterally-lithiated 5 trifluoromethyl ketone intermediate. We also required a preparation of the corresponding 1,3-dihydro-1-(trifluoromethyl)isobenzofuran-1-ol derivatives 1B (n = 0). Toward this end we envisioned the reaction of a synthon for an ortho-lithiated trifluoromethylketone with a carbonyl compound. 19 F). The estimated diastereomeric ratios are shown in the Table and range from 1:1 (entry h) to 6:1 (entry f). The most surprising aspect of the diastereomeric ratios is the difference between 5e (2:1) and 5f (6:1). However, compound 5e was chromatographed on silica gel, and 5f was only triturated with ether to effect purification, suggesting that epimerization may take place via the trifluoromethylketone (1A) on silica gel. No attempt was made to separate the diastereomers.
In summary, a variety of 1,3-dihydro-1-(trifluoromethyl)isobenzofuran-1-ol derivatives of type 1 have been prepared utilizing Tamborski's 6 ortho-lithiated trifluoromethylketone synthon 4 and quenching with both aldehydes and ketones.
These compounds exist as the cyclic hemiketal forms (1B) of the corresponding trifluoromethylketones (1A) based on the 1 H and 13 C NMR data. In all cases the yields are modest, however this is offset by the fact that these compounds are available in one pot from cheap and readily-available 1,2-dibromobenzene.
Experimental Section
All reactions were performed under an atmosphere of argon. Chemicals were purchased from Aldrich Chemical Co. and used without further purification. THF 
1,3-Dihydro-3-(4-methoxyphenyl)-1-trifluoromethyl)isobenzofuran-1-ol (5a)
Quenching with m-anisaldehyde and workup via method A gave a residue which was purified by flash chromatography eluting with 10/90 EtOAc/hex to give 5a (0.733 g, 27.7%) as a ca [3-(4-Chlorophenoxy)phenyl]-1,3-dihydro-1-(trifluoromethyl) Found: C, 54.24; H, 3.12; S, 11.58.
3-

1,3-Dihydro-3-(1-methyl-1H-indol-3-yl)-1-(trifluoromethyl)iso-benzofuran
1,3-Dihydro-3-(2-pyridinyl)-1-(trifluoromethyl)isobenzofuran-1-ol (5e)
Quenching with pyridine-2-carboxaldehyde and work-up according to method B
